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Testing of Binding Affinity to GR 
Compounds having Binding Affinity to GR 

Testing of Transactivation Activity 
(Agonism and Antagonism) 

Compounds having no Agonistic but Antagonistic Activity in Transactivation 

Testing of Transrepression Activity 
(Agonism and Antagonism) 

Compounds having no Antagonistic Activity in Transrepression 

Testing in vivo as Co-medication with Glucocorticoids 

Compounds having no/reduced Systemic side-effect and retaining 
Anti-inflammatory Activity of the Glucocorticoid 



Fig. 1: Screening scheme to identify dissociated anti-glucocorticoids 
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Fig. 2: Affinity of EXRS1370SE to the human GR expressed in insect SF21 cells 



Case No. 1/1180 



4 




0 A . 1 1 . . 1 1 

1e-12 1e-11 1e-10 1e-9 1e-8 1e-7 1e-6 1e-5 

concentration [mol/l] 

• Dexamethasone (ED50 = 9.20e-1 0 mol/l) 

■ Prednisolone (ED50 = 2.15e-9 mol/i) 
a EXRS1370SE 



Fig. 3a: Induction of tyrosine aminotransferase in rat hepatoma cells by 
EXRS1370SE 
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Fig. 3b: Inhibition of tyrosine aminotransferase pre-stimulated with 
dexamethasone (3e-9 mol/1) in rat hepatoma cells by RU486 and 
EXRS1370SE 
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Fig. 4a: Activation of MMTV-promoter by dexamethasone, prednisolone and 
EXRS1370SE 
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Fig. 4b: Inhibition of MMTV promoter pre-stimulated with dexamethasone (3e-8 
mol/1) in HeLa cells by EXRS1370SE 
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Fig. 5b: Inhibition of LPS-induced IL-8 secretion by dexamethasone (3e-8 mol/1) 
and competition with RU486 or EXRS1370SE 
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Fig 6a: Inhibition of TNF-a-induced ICAM-promoter induction by 
dexamethasone, prednisolone and EXRS1370SE 
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Fig. 6b: Inhibition of TNF-a-induced ICAM-promoter induction by 
dexamethasone (3e-8 mol/1) and competition with RU486 or 
EXRS1370SE 



